10/507,490 

STRUCTURE SEARCH 

=> d his 143 

{ FILE 'HCAPLUS' ENTERED AT 17:23:57 ON 15 OCT 2007) 
SAV L42 SHI4 90HCP/A 
1,43 4 S L42 NOT L39 

=> d que 14 3 

L2 36 SEA FILE=REGISTRY ABB=ON PLU=ON (100-39-0/BI OR 

100-51-6/BI OR 107-88-0/BI OR 108-01-0/BI OR 124613-28- 
1/BI OR 126-11-4 /BI OR 13507-10-3 /BI OR 142-62-1/BI OR 
14690-00-7/BI OR 16727-61-0/BI OR 187 97 6-1 6-5/BI OR 
2163-42-0/BI OR 22 102-92-7 /BI OR 2 6362-7 1-0/BI OR 
3443-84-3/BI OR 459-73-4/BI OR 504-63-2/BI OR 52066-54- 
3/BI OR 52692-02-1/BI OR 534-03-2/BI OR 60017 4 -74 -1 /BI 
OR 600174-75-2/BI OR 600174-76-3/BI OR 60017 4-77-4 /BI 
OR 600174-78-5/BI OR 60017 4 -7 9-6/BI OR 60017 4-80-9/BI 
OR 600174-81-0/BI OR 60017 4 -82-1 /BI OR 60017 4 -8 3-2 /BI 
OR 600174-84-3/BI OR 64 821-66-5/BI OR 68755-22- 6/BI OR 
77-86-1/BI OR 872-99-1/BI OR 88 94 6-00-3/BI ) 

L4 STR 



3 Gl 



c 8 ? 

G/ ~ ,10 



G3 



9 -,3-1 



VAR Gl=H/N/0/C 

REP G2=(0-l) CH2 

VAR G3=N/0 

NODE ATTRIBUTES: 

CONNECT IS El RC AT 5 

DEFAULT MLEVEL IS ATOM 

DEFAULT EC LEVEL IS LIMITED 

GRAPH ATTRIBUTES: 
RSPEC I 

NUMBER OF NODES IS 10 
STEREO ATTRIBUTES: NONE 

L5 24 04 SEA FILE-REGISTRY SSS FUL L4 

L6 STR 



3 Gl 



i Giv3: 



CH2 ,10 



7 ^H2 11 5 



9 \ 



3 4 



VAR Gl=H/N/0/C 

VAR G3=N/0 

NODE ATTRIBUTES: 

CONNECT IS El RC AT 5 

DEFAULT MLEVEL IS ATOM 

DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 
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RSPEC I 

NUMBER OF NODES IS 10 



STEREO ATTRIBUTES: NONE 

L8 1420 SEA FILE=REGISTRY SUB-L5 SSS FUL L6 

L10 STR 

3 Gl 8 C^CH2.0H 
X CH2 10 812^13 14 

7 *H2 11 5 
9 \ 3 4 



VAR Gl=H/N/0/C 

VAR G2=CH/12 

VAR G3=N/0 

NODE ATTRIBUTES: 

CONNECT IS El RC AT 5 

DEFAULT MLEVEL IS ATOM 

DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 
RSPEC I 

NUMBER OF NODES IS 12 
STEREO ATTRIBUTES: NONE 



L12 539 SEA FILE=REGISTRY SUB=L8 SSS FUL L10 

L13 16 SEA FILE-REGISTRY ABB=ON P.LU=ON L12 AND L2 

LI 6 54 SEA FILE-HCAPLUS ABB=ON PLU-ON L13 

L17 757 SEA FILE-HCAPLUS ABB=ON PLU=ON L8 

LI 8 399 SEA FILE=HCAPLUS ABB-ON PLU-ON L12 

1,19 QUE ABB=ON PLU=ON NERVE-t-PHT, OLD, NT/CT 

L20 QUE ABB=ON PLU=ON NEURON+PFT, OLD, NT/CT 

L21 QUE ABB=ON PLU=ON NERV? OR NEURON? OR AXON? 

1,22 8 SEA FILE=HCAPLUS ABB=ON PLU=ON L17 AND ( (L19 OR L20 

OR L21) ) 

L24 QUE ABB=ON PLU=ON 1,21 ( 3A) (GROW? OR STIMUL? OR ACTIVA 

T? OR PROMOT?) 

L25 3 SEA FILE-HCAPLUS ABB=ON PLU=ON LI 7 AND L2 4 

L26 8 SEA FILE=HCAPLUS ABB=ON PLU=ON L25 OR L22 

L27 QUE ABB-ON PLU=ON PY<2003 OR PRY<2003 OR AY<2003 OR 

MY<2003 OR REVIEW/DT 
L28 7 SEA FILE=HCAPLUS ABB=ON PLU-ON L2 6 AND L27 

L31 QUE ABB=ON PLU=ON "YEDA RES? " /PA, CS , SO, CO 

L32 211 SEA FILE-HCAPLUS ABB-ON PLU-ON ( "SHINITSKY M"/AU OR 

"SHINITSKY MEIR"/AU OR "SHINITZKY M"/AU OR "SHINITZKY 

MEIR'VAU) 

L33 9 SEA FILE=HCAPLUS ABB=ON PLU=ON L32 AND L17 

L34 25 SEA FILE=HCAPLUS ABB=ON PLU=ON L32 AND L31 

L35 29 SEA FILE-HCAPLUS ABB=ON PLU=ON L33 OR L34 

1,36 27 SEA FILE=HCAPLUS ABB=ON PLU=ON L35 AND L27 

L37 6 SEA FILE-HCAPLUS ABB=ON PLU=ON L36 AND ((1.19 OR L20 

OR L21) OR L2 4) 

L38 7 SEA FILE=HCAPLUS ABB=ON PLU=ON L33 AND L27 

L39 10 SEA FILE=HCAPLUS ABB=ON PLU=ON L37 OR L38 

1,4 0 8 SEA FILE=HCAPLUS ABB-ON PLLNON ( (L16 OR L17 OR LIS)) 

AND ((L19 OR L20 OR L21) ) 
L41 7 SEA FILE=HCAPLUS ABB=ON PLU=ON L4 0 AND L27 

L4 2 7 SEA FILE=HCAPLUS ABB=ON PLU=ON L41 OR L28 

L4 3 4 SEA FILE=HCAPLUS ABB=ON PLU-ON L4 2 NOT L3 9 



=> d his 153 
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(FILE ' MEDLINE, BIOSIS, DRUGU, EMBASE ' ENTERED AT 17:43:02 ON 15 
OCT 2007) 
L53 18 S L45 NOT L52 



=> d que stat 153 
L4 STR 



3 Gl 

S3 4 



VAR Gl-H/N/O/C 

REP G2=(0-l) CH2 

VAR G3-N/0 

NODE ATTRIBUTES: 

CONNECT IS El RC AT 5 

DEFAULT MLEVEL IS ATOM 

DEFAULT ECLEVEL IS LIMITED 



GRAPH ATTRIBUTES: 
RSPEC I 

NUMBER OF NODES IS 10 



STEREO ATTRIBUTES: NONE 

L5 2404 SEA FILE=REGISTRY SSS FUL L4 

L6 STR 



3 Gl 



H2 11 5 



9 

^3 4 



\ 3 



VAR Gl-H/N/O/C 

VAR G3=N/0 

NODE ATTRIBUTES: 

CONNECT IS El RC AT 5 

DEFAULT MLEVEL IS ATOM 

DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 
RSPEC I 

NUMBER OF NODES IS 10 
STEREO ATTRIBUTES: NONE 



L8 14 20 SEA FILE-REGISTRY SUB=L5 SSS FUL L6 

LI 5 5 SEA FILE=REGISTRY ABB=ON PLU-ON L8 AND ( MEDLINE /LC 

OR BIOSIS/LC OR DRUGU/LC OR EMBASE/LC) 

L21 QUE ABB=ON PLU=ON NERV? OR NEURON? OR AXON? 

L27 QUE ABB=ON PLUON PY<2003 OR PRY<2003 OR AY<2003 OR 

MY<2003 OR REVIEW/DT 

L30 QUE ABB=ON PLU-ON ( "SHINITSKY M"/AU OR "SHINITSKY ME 

IR"/AU OR "SHINITZKY M'VAU OR "SHINIT2KY MEIR'VAU) 

L31 QUE ABB-ON PLU=ON "YEDA RES? " /PA, CS , SO, CO 

L4 4 2 0 SEA LI 5 

L4 5 19 SEA L4 4 AND L27 
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Z T N . O OCH2CH2Ph 
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AB The present invention is directed to novel phosphorous-containing inhibitors 
of cysteine or serine proteases of the formula X-W-Y-CH ( R2 ) -CO-NH-CH (Rl ) - 
CO- [CH (R3) ] t-Q wherein: X - e.g., C6-C14 aryl> heteroaryl with C6-C14 ring 
atoms, CI -CIO alkyl (un) substituted with one or more J groups, C1-C10 
alkoxy; W - CO, S02; Y = NH, (CH2)k where k = 0-3; Rl and R2 are 
independently, e.g., H, C1-C14 alkyl (un) substituted with one or more J 
groups, C3-C10 cycloalkyl (un) substituted with one or more J groups; R3 ~ 
e.g., H, lower alkyl, aryl, heteroaryl; t = 0 or 1; Q = I wherein m, n, 
and z are independently 0 or 1; R4 and R5 are independently, e.g., H, 
lower alkyl (un) substituted with J, heteroaryl (un) substituted with J, 
or taken together to form a 5-8 membered heterocyclic ring (un) 
substituted with J; J = e.g., halogen, alkyl, guanidino, alkoxy. Thus, 
e.g., substitution reaction of Z-Leu-Phe-CH2Br with 

bis (phenethyl) phosphate afforded dipeptide derivative II (Z = PhCH202C) in 62% 
yield which exhibited 99% inhibition of calpain I at 0.1 ^M. Methods 
for the use of the protease inhibitors are also described. 
IT 187976-16-5P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of phosphorous-containing dipeptide inhibitors of cysteine and 
serine protease) 
RN 187976-16-5 CAPLUS 

CN 1,3, 2-Dioxaphospho.rinane, 2-hydroxy-5- (phenylmet hoxy ) -, 2-oxide ( 9CI) (CA 
INDEX NAME) 



Ph CM 2 O 

0 

P 0 

' 0 

OH 



